(b) al leas, a second vector that ,s capable of expressmg navivirus statural 
protcn.s.and/oranyother proteins reared for packing of the rep,,co„ ,n«o .nfectious 

flavivirus-like particles. 

6. A gene expression and delivery system comprising: 

(a) a self-replicating expression vector of flavtvirus origin wh.ch includes the 

regi on f ornaviv,rus core protein, thenuclcottdecodingregton for flavivirusnon-structura, 

nuclide science wtthou, disrupting the replication capabiHties of the vector, (ii) the 
n uc,e„„desec,enceisinsertedm«o the vector in a manner which deacfvates expression of at 

nucl eo„dese qu e„cedoesno, encode the structural protetn science tha, i, deactivates; and 
(b) a, leas, a second vector that ,s capab.e of expressing ,he llavivtrus structural 
p r otein(s,.ha,,sno, expressed by the self-replicating expression vector descnbed in (a). 
, , A gene expression and deltvery system accordmg to claim 6 wherein the 

22. A gene express.on system according to claim 21 wherem the replicon is dertved 

from the FLSD or FLSDX clones. 

23. A gene expresston system accordmg to c.atm 21 wherein the rephcon is selected 
fr omo„eof.hefo„ow,ngvec,ors:C20rep ; C20DXrep;C20DXre P Neo ; C20DX2Arep; 

C20DX2Are P Neo; C20DX/CAT,2Arep; C20DX/CAT/2ArepNeo; C20DXIRESrep; 
C20DX,CAT/IRESrep; C20DX/GFP/2Arep; C20DX/GFP/2ArepNeo; 



C „CO RE16 0« Arep; C 2 0 D X,cvCO R E 1W 2 Ar ep ; C—NS3« Ar ep ; 

C2 „ D x,vsv.o /2Arep; c™-c m; c— ._ m o< vm , 

40 A nav,vi r u S repHconse 1 ec t edf rom thefcUowin g : C20DX2 A rep; 
C20DX/CAT/IRES rep ;C20DX/GFP/2A r ep;C20DX/GFP/2A r epNeo; 

c2 o D x,cvCO RE ,6o^^^ 

C^VSV^^C^B^ep; 0200X^2^ or pKUNRepl. 
4,. A^.hodforp—astaMece.Uinecapab.eofpers.sten.lyproducns 

renliconRNA'S, comprising the steps of: 

(1) ^ to .-».^-«^^'* i * i ■■ ^ ^• , - ,,W,, 

express at .east part or all of a structural P rotei„(s) region; and 

44 Am e, h odforp ro duc,„gaflav,v,rus, to panic 1 e S co m pns 1 „ g .hes,epsof ; 

express a, leas, part or all of a structural protein(s) region; 

(H) m ,roduc,n g in,oarepHco,con,a, m ngce„asecondvec,ort h a,iscapa bl eof 

p.eventrecomo.nat.onw,* the self-rephcating vector when tn its presence; and 



(iii) harvesting virus like particles containing the replicon. 

46. A flavivirus like particle according to claim 45 wherein said particle contains a 
replicon that is derived from a DNA based replicon vector. 

48. A DNA based replicon vector of flavivirus origin, wherein the vector comprises: 
(a) a complement DNA sequence of flavivims ongin that ,s adapted to receive a, least a 
nucleotide sequence without dtsrupting t.s replication capabilities and whtch is unable to express 
a, leas, part or all of a stntctural protein(s) region and or a protein(s) or par, thereof required for 
packaging of a flavivirus genome into a vtrus-like parttcle; (b) a mammalian expresston promoter 
5' to the complementary DNA sequence of flavtvirus ongin; and (c) at leas, a second nucleottde 
sequence capable of terminating transcnptton of replicon RNA with a precise 3' terminus; and 
wherein the promoter and the second nucleottde sequence are capable of promoting transcription 
and terminating same, of flavivirus RNA within the nucleus of a transfected cell. 

49. A DNA based replicon vector according to claim 48 wherein the complementary 
DNA sequence of the nucleotide sequence includes a flavivirus 5' untranslated region (UTR), a. 
,eas. a portion of the 5' coding region for flavivtrus core protein, the nucleotide sequence coding 
for the flavivirus non-structura. proteins, and part or all of the 3'-terminal sequence of a 
flavivirus 3'UTR, required for self-rephcation of flavivirus genomic material, which vector ts 
adapted to receive at least a nucleottde sequence without dtsrupting its replication capabt.ities. 

60. A DNA based replicon vector according to claim 48 wherein the nucleotide 
sequence is inserted in place of at least a deleted structural gene. 

Remarks 

Claims 1 6 11 22, 23, 37, 40, 43, 44, 46, 48, 49 and 60 have been editorially; amended m 
order topless 'the" Examiner's various concerns. Upon entry of this amendment, claims 1-65 
will remain pending and in condition for allowance. 
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